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DECLARATION OF AUDREY D. GODDARD, Ph.D UNDER 37 CF.R § L132 

Assistant Commissioner of Patents 
Washington, D.C. 20231 



Sir: 

I, Audrey D. Goddard, Ph.D. do hereby declare and say as follows: 

1 . I am a Senior Clinical Scientist at the Experimental Medicine/BioOncology, Medical 
Affairs Department of Genentech, Inc., South San Francisco, California 94080. 

2. Between 1993 and 200 1 , 1 headed the DNA Sequencing Laboratory at the Molecular 
Biology Department of Genentech, Inc. During this time, my responsibilities included the 
identification and characterization of genes contributing to the oncogenic process, and determination 
of the chromosomal localization of novel genes. 

3. My scientific Curriculum Vitae, including my list of publications, is attached to and 
forms part of this Declaration (Exhibit A). 



Serial No,: * 
Filed: * 

4. I am familiar with a variety of techniques known in the art for detecting and 
quantifying the amplification of oncogenes in cancer, including the quantitative TaqMan PCR (i.e., 
"gene amplification") assay described in the above captioned patent application. 

5. The TaqMan PGR assay is described, for example, in the following scientific 
publications: Higuchi et aL, Biotechnology 10:413-417 (1992) (Exhibit B); Livak et aL, PCR 
Methods AppL 4:357-362 (1995) (Exhibit C) and Heid et aL, Genome Res. 6:986-994 (1996) 
(Exhibit D). Briefly, the assay is based on the principle that successful PCR yields a fluorescent 
signal due to Taq DNA polymerase-mediated exonuclease digestion of a fluorescently labeled 
oligonucleotide that is homologous to a sequence between two PCR primers. The extent of 
digestion depends directly on the amount of PCR, and can be quantified accurately by measuring the 
increment in fluorescence that results from decreased energy transfer. This is an extremely sensitive 
technique, which allows detection in the exponential phase of the PCR reaction and, as a result, 
leads to accurate determination of gene copy number. 

6. The quantitative fluorescent TaqMan PCR assay has been extensively and 
successfully used to characterize genes involved in cancer development and progression. 
Amplification of protooncogenes has been studied in a variety of human tumors, and is widely 
considered as having etiological, diagnostic and prognostic significance. This use of the quantitative 
TaqMan PCR assay is exemplified by the following scientific publications: Pennica et aL, Proc. 
Natl Acad. Sci. USA 95(25): 14717-14722 (1998) (Exhibit E); Pitti et aL, Nature 
396(67 12):699-703 (1998) (Exhibit F) and Bieche etaL, Int. J. Cancer 78:661-666 (1998) (Exhibit 
G), the first two of which I am co-author. In particular, Pennica et aL have used the quantitative 
TaqMan PCR assay to study relative gene amplification of WISP and c-myc in various cell lines, 
colorectal tumors and normal mucosa. Pitti et aL studied the genomic amplification of a decoy 
receptor for Fas ligand in lung and colon cancer, using the quantitative TaqMan PCR assay. Bieche 
et aL used the assay to study gene amplification in breast cancer. 
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7. It is my personal experience that the quantitative TaqMan PCR technique is 
technically sensitive enough to detect at least a 2-fold increase in gene copy number relative to 
control. It is further my considered scientific opinion that an at least 2-fold increase in gene copy 
number in a tumor tissue sample relative to a normal (i.e., non-tumor) sample is significant and 
useful in that the detected increase in gene copy number in the tumor sample relative to the normal 
sample serves as a basis for using relative gene copy number as quantitated by the TaqMan PCR 
technique as a diagnostic marker for the presence or absence of tumor in a tissue sample of unknown 
pathology. Accordingly, a gene identified as being amplified at least 2-fold by the quantitative 
TaqMan PCR assay in a tumor sample relative to a normal sample is useful as a marker for the 
diagnosis of cancer, for monitoring cancer development and/or for measuring the efficacy of cancer 
therapy. 

8. I declare further that all statements made herein of my own knowledge are true and 
that all statements made on information and belief are believed to be true. I declare that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code, and that such willful false statements may jeopardize the validity of the application or any 
patent issuing thereon. 
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PROFESSIONAL EXPERIENCE 

Genentech, Inc, 
South San Francisco, CA 



1993-present 



^nm - oresent Senior Clinical Scientist 
IxSerimenS Medidne / BloOncology, Medical Affair, 

Rftsponaibilitiee: 

. Companion diagnostic oncology products for translation*! research 
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Part 77 Sufcfeam 
Interests 



eSand toga/ /mp/^on* or expert* with clinic* spodmBns and date 
Application of pharmacogenomics m clinical tnals 



«'en«. senior rasaan* associate and resoaren ass/stefKstootfafe wveis 

. dnw sequsnc/ng for high throughput gene dfecove/y, - ESTs. cDNAs, and constructs 
. Genomic sequence analysis and gene Identification 
* DNA sequence end primary protein analysis 

Research: * 

. Candidate gone prediction and eva/uaftnn 
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. Chrom^l location of gene, encod/ng novel secreted potaru. 

Research* 

. Genomic seqwnce scanning for new gene discovery. 
. Development of signal peptide selection methods. 

, 1089-1992 
Imperial Cancer Research Fund 
London, UK with Or. Ellen Solomon 

1983 

McMaster University 

Hamilton, Ontario, Canada with Dr. G: D. Sweonsy 
5/83 - «J83: NSERC Summer Studant 

. ,„ vita metabolism of 0-naphthoflavone in C57BI/6J and DBA mice 



EDUCATION 



Ph.D. 



"Phenotypic and genntypfc effects of mutations In 
the human retinoblastoma gene.** 
Supervisor; Dr. R. A. Philips 

Honours B.Sc 

'The In vitro metabolism of the cytochrome P-448 
inducer p-naphthoflavone In C57BU6J micft." 
Supervisor: Dr. G. D- Sweeney 



University of Toronto 
Toronto, Ontario, Canada. 
Department of Medical 
Biophysics. 

McMaster University, 
Hamilton, Ontario. Canada, 
Department of Biochemistry 



1989 



1983 
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ACADEMIC AWARDS ^ 

.mpe.rial Cancer Research Fund Pnstdodoral Fellowship 

uIa\™\ Research Council Studentship 198 3 

^^^^SumWRQ^^ 1983 

Sodety of Chemical Industry'- Merit Award (Hons. ftochem.) ^ ^ ^ 

Dr Harry Lyman Hooker Scholarship 1981-1982 

J L W. Gill Scholarship , o^ 0 i ar3 hi D 1980-1981 

Business and Professional Women 1 * Club Scholarship 1979-1980 
Wyerhauser Foundation Scholarship 



INVITED PRESENTATIONS 
park AZ. USA. October 2000 roK-Rack to 

Sequencing and Ana ys , GenB _ tdch per5 pectiv R . Bay Area Sequendng Users 

The evolution of DNA seqy-nanG: The Genentocn perspeu 

Meetlno Berkeley. CA. USA. May 1GG8 

Francisco CA USA October, 1996 

Endocrine Society, Anaheim, CA. USA. June 1994 

£51L Diaease. Padua, Italy. October 1991 
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PATENTS „• PJ Gurnsy AL ML? T» ligand homely polypeptide. P*«* 

Godderd A. Godowsk, PJ. Gu rney £ 

N-rfT M«M* «• - 2 NU T , 9 ^ nomolnoue „ ude ic P— 

patent: July 2, 2002. T ,.ma«i D Wood WL Nucleic acid 

P.n 9 S.<^«£ °~ " 

encoding A-33 related anbgjsn poly pepwws. 

Jun. 25, 2002 Lawrence DA. Levin© AJ, 

Patent Number. 6.38 /.w- <= f 
Goddard A, Gortowski PJ and Gumey AL. Tie Pa»n« Nun*«n 6.372.49, 

Patent April 16. 2002. j mian K Tl£ liaand horno'ngue antibody. Paianl 

Godow*. PJ. Gumey AL. Goddard - H^ " 9a "' 1 

Date of Patent: Feb. 19, 2002. 

hormone Insensitivity syndrome. Patent ^umu. 

2001 ' « .J - j * rndowskl PJ Gumey AL. Hillan K and Williams PM. NucMc 

insensUivity syndrome. Paiero iNurnue 
Multiple additional provisional applications filed 
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PUBLICATIONS ^ ^ ^ ana , s ; 5 o( 

preparation. r RT simmons L Hillan K, 

SSistgnU factors. Manuscript subm,tted. Oowd P, Colman 

Ad ams SH, C Sohi.bac* SL. Vu **• ^ . 

lo obesity, aoc^m/ca/ Jnumaf 360: 135-142. ^ ^ 

Lee J. Ho WH. Maruoka M. ^ nr P^ (2r^?'lL-17E a novd proinrUmmatory ligand for the IL- 
Vendien RL wood m Gurney fj^^l oJ^Y 

17 receptor homolog IL-17Rh1 . JOum v ^ ^ 

Xie M-H, Aggarwa. S. Ho W-H Foster J Zhang ^^o^ ^ ^ ^ 

W-» OA. W— CK, *°n, A. •S^^riKCS^ «: 

protein functional epitopes by combinatorial alanine scanning 

8050-895A. II 
~ i « 1 1_ w e u/qHo T -i flfl j Goddard A, French D , Hands n, 

development. Nature 408: 366-369. 

Yan M. Wang L-C. Hvmowitz SG, *^ ^ 
VM. (2000) Two-amino acid molecular swrt* * en eprthehal morp g 
binding to two distinct receptors. Saence 290: 523-527. 

Application of cDNA microarrays .n ^.^^r'^^iog^ 
development, and response to .n,ury. Ore**** 101. 1990 19.9. 

~j a \A/n«nn <;W Muliins MC and Rosenthal A. uy^i 
Quo 3. Brush J. Teraolc h. *>*tard A 2 Ssh Sdbr»in squires BMP. FGRS, a* 
Developmsnt of noradrenergic: neurons in Uw zsoraiisn ™™ 
L nomeodomain protein soutae/PnoxZA. Atoror, M. 555-566. 

Hillan K. Goddard A and Gumey. A.L. (1999] I hfah i«. 
unique specificity for FGFR4. Cyfo/r/ne 11: 729-735. 
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Hil.an KJ. Gurney AL. BOKteln D and Levne AJ. (1805 ^vv» ^ , ^ ,nd 

signalling. Naftire 395(6699): 284-?ftfi. 
525-528. 

mutations In sporadic basal-cell carcinoma. Nature. 391(6662). 90-92. 

contains a trusted death domain. Currwf 8/o/ngy. 7(12): 1003-1006. 

n j m pitt^M^pkS GoddardA. Gurnr.y A and RoBOnthal A. (1997) 
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(5327): 818-821- 
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Sw ™ DM, H»nes M, ArmanW M. i^^^^^"-},,, Tne 

At:*tf Sci USA 93: 5241-6246. 

ghicosidase. MteraflWogy 142: 1659-65. , Pa>n ^ r 

receptor for GDNF. Nature 382- BO-83. 

r^eptor involved In axon bundle fbrmrton. Neuron 14. 973-981. 

AC . Jhn r«w<rfard AD GWIett N *nd Matthews W. (1995) 
Barmen BO. ZeiglerFC Gu °; f* n ^ ««» Htk " 

Molecular cloning of a llgand for the EPH-reiaieo recep a r 
Net'. Acad. Sd. USA 92: 1866-1870. 

patients with type I diabetes. D/aCetes 44. 658-664. 
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Suppl 3: 117S-119S. 

Zhu X, Dunn JM, Goddard AD. *feM 

Mecnanisms of los* of heterozygosity in retinoblastoma. Cytogen*. wui 

Fou.kee W. Goddard A. and Patel K. (1991) RetinoWastoma linked with Seascale [tetter]. 

British M9d. J. 302" 409. . 

. c mnnt PS and Solomon E. (1 991 ) Characterization of a novel anc 

^nfdi^^ — 1371 - 

Sdomon E, Borrow J anri Goddard AD. (1991) Chromosomal aberrations in cancer. Science 

254: 1153-1160. . 

Paiuner, L, TA. 0.dd, r d A. Sheer 6. £X*<PU 

17q25 Cyfoaenef. Cefl. Genef. 56: 165-163. 
Genomics 10: 477-480, 

Borrow J. Goddard AD, 3he,r D and Solomon E. ^J^J^^sn- 
promyelocytlc ieukemia breakpoint cluster reg.on on chromosome 17. So/ence 
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